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^-v : 1/ 



im^m 1 ] 2- (1- 4 y y n # * v # ;i/ - ;i/ ^ * y _ 2 _ ^f;^oif;v). 7) 8 _ ^ 
< 5H > » !0- V * * V -2H-1 , 2, 3- h y T V* n [4, 5-c] [1] ^ > VTH \> > t 

[IS3t£l2] ft^XMtffB-C, 0#fA (2/?) ^ 4. 6, 10. 5**0*2 

m&m] mmmamAWrizzzmfrmizz^x. 1 2 o~i 8 oxxo&mx 

**>&»9MX-**7jiU 2 2 0-23 Or^it-Mi^^^ 

if 1 i tz fi 2 Ei^*it| 0 

^V-2-^f;^n lf;W-7,8-v^ h * v-4(5H), 10-v-**y-2H-l,2,3- b U T 
>/D [4 ' 5 - c] *™ * > ©ME t L X 1 4 - 2 0 ^ g/mL*^ **£ i 

^3 1 ^ifim^^zt^o 

[»*£5] «*Jfc*^ If Jfc^2-(l-^ V yn,f^ v*;Wf-;^^y-2-> 
f; ^ D ~ 7 ' 8-* * h * v-4 (5H) , 10- * * V-2H-1, 2, 3- h V T >/n [4, 5- c 

][i]^yy-T-trtry i»c#lt\ *»tt*^Hk«*o. 0 5-ifl5ifiH-c** 
is*® i ^ 4 v^rtt^ i ^temo*et^ 0 

[If ^ 7] 2- (1- ^ y 7 s o # ^y*;v ^ /u * ^ y _ 2 _ ;vyn t>)-7,8- *J 

* h * v-4 (5H) , 10- V* * V-2H-1. 2, 3- h V T y* n [4, 5-c] [1] ^ y >/7 * \> y 

m^m i*e>5 ^-rtifr 1 ^fem^^^o^o 

[If ^ 8 ] 2-(l->f y yn y * tf-n,** y_ 2 -> f- fcf ;u)-7, 8 _^y 

* h * v-4 (5H) , 10- v> * y-2H-l, 2, 3- h V TVn [4, 5-c] [1] ^ y y T -t£ fcT y * 

* fcl±*fc c t ic j: flff^i x * 6 5 v , r ^ ! ^^^^ 
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v-4(5H) , 10- * V-2H-1, 2, 3- h D T V o [4, 5-c] [1] ^ y y T-tr \£><D 

[WtfPfil 0] 2-(l-^y^n^^v^^^-;i / ^-^, > _2_^ f -; V y D ^ ;l/ )_ 7>8 _ 
v ;* h * v-4 (5H) , 10- v t + V -2H-1 , 2, 3- b V T Vn [4, 5-c] [1] -<WT^\£ > 

£fif*3l 7 "b 1 0 v>-f 1 3Sf5*£<7>M}So 

m^.m 1 3 1 i&h6 ^-rtifr 1 mm.<o^mi] t , is^±t^#$ 

[0 0 0 1] 

it , mM&& <fc zmWms&W Ztitz2- (1-^ y y n *' * v # * # - ;P 
**v-2-^;ixyW;W-7,8-^ S-4(5H), 10-v*** V-2H-1, 2,3- h V 

r y n [4, 5-c] [i] ^ y y r -if e y t ;Mtt?toHHfcM0*tttt* a v*a>mm 

[0 0 0 2] 

(5H).io-v^^y-2H-i,2,3-h vryn[4,5-c][i]^yyT-fe*tfy (mr, *w 
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»*^«W^=ftLTt^l!ffl:*rt■c^a^:^ir» ^ l^^t r% A#rt*c«jR$*LK< 

[0 0 0 3] 



H 3 CO. 



H 3 CO' 




H 3 <T ^CH 3 

[0 0 0 4] 

> zftti+Km+wx&tftfrfco L*tar*»e>, a^a**, «su^«jtci^$ 

0 MI*fti:«It**«i:ttij|L4*ofc D 
<B L T# <b fLftBAttft** A A * 4 % * t*(D%Wm® K 

o 

[0 0 0 5] 



tblE#2 004-3076277 




2003-175646 



o ^Htfti^i: LTIi, «*tfYu©«fc (*#»intt3#M) Hit 

d d « t l r o p d 0 k * z k \t <o m m **?m § ti & e 

[0 0 0 6] 

*fiK@##tM*fc LT, gfflft (coprecipitate) *»»e»*LTV»* 0 
-ftWftjeUfcLT. #£fc (coprecipitation) fctt, rffc*tttt*OV* < ^ 

[0 0 0 7] 

C*t*-C*«:*fcBILT, sulfathiazole-polyvinylpyrrolidoneO*a% ( 
KM**-*** (WHIM) ft****. JBv>*W»^fi*©* tt 



ffi!E# 2004-30762 




2003-175646 ^->? 



[0 0 0 8J 

WO 99/1 677 O-^-^m. 
3 1 8 8 4 8 2 

6 3 7 2 7 3 5 -5§-2r=& 

MMfcfcfU] 
#§§BS 6 2- 1 8 5 0 1 3 -5§-<&#R 

HMW3R 5 ] 
WO 9 9/3 4 8 3 2-%<&®. 

MMWdK 6 ] 
WO 94/0856 8#^ 

[*#BRtItt 1 ] 

1"^ SftWfcJ , *4flu 1993^, 1034JC 

ftm-m mm. nBm&v&emm.km9r0>w*i > &flH*tti&&, 2001^, 7 

3] 

Yu U TAdvanced Drug Delivery ReviewsJ , (35) , 2001^, 48^> 27-42JT 
DWMR&R4] 

&r[&*Aj , mm, mmmm, 1993^. 3103=1 
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rjKJii mwzxmm , mmmm, 1983^, 33m 

Simonelli A. P. Ijournal of Pharmaceutical SciencesJ , (#) „ 1969^ 
> 58^, 538-549K 

*m.m-<b, m%m ^ 1996^, 56^, 15-22H 

[0 0 0 9] 

[»W36*»ft l x 9 1 1- -5 mm] 

[0 0 10] 

. *^<tt#»ttOfiV^b^AO*Sfi*«fte>fLaO*«ofco * 

zztizmgjLfc, 

[0 0 11] 

*>&mmmateX&mMA1ff (rapid precipitation by antisolvent additic 



ion 



ffiSE#2 004-3076277 



#M 2003-175646 



[0 0 12] 
[0 0 13] 

(1) 2-(l^yyn^y*^ Ji ?-j^ + , > . 2 . ;!fjl/yD ^ ) _ 7)8 _, :;;! h ^ 
v-4 (5H) , 10- v t^V -2H-1 , 2, 3- h V T V n [4, 5-c] [1] ^ > 77 -if fc? > fc 

(2) »*X*«fBl\ EI«fA (2 0) 4. 6, 10. 5*^2 6. 0 

° f*»fc«©j£v>e-**^f> (i) iemo*zttf 

(3) ^S6**«MtW-fcJ:*IWMrf»c*v»T, 12 0-18 OTCOttH-Cli©]* 
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^-v*: 8/ 



V*JMfce-***U 2 2 0-2 3 0ro*BTilv»lRJ|(fc^^t*i-, (1) 
ifcli (2) fBRO^ftife 

(4) *(3 7 r) 2-(WyyD^+y^v,f-;i,^y-2- 
* f;^n t?*)-7,8-v^ h * v-4(5H), 10-v** V-2H-1, 2,3- h y T Vu [4, 5 
-c][l]^> VT*fc? ><ommt LT 1 4 ~ 2 0 ^g/mL^-T, |«« 1 *fe 3 I* 

( 5 ) ft*Jt*#X*Jt-C2- ( W V y D * v * * * - ; V * + ^_ 2 _^ ^ )V -f u 

fcf*)-7,8-vV h*v-4(5H),10-v:**y-2H-l,2,3-h y 77n[4,5-c][l]^> 
V7-trfcf>lK*fLT, **tt*5Wt*»0. (i) ^ 

h (4) 

■t^n^T?** (1) ^ (5) v»r*t* i 

(7) 2-(WV7 , D^^V*^^;vt^y-2^f;^ne;l,)-7 ) 8-i;> f> * 
v-4(5H),10-^**y-2H-l,2,3-h V TVn [ 4>5 -c] Vr-tf 

<b (6) v>i**t^ i EjRO*a»C!>«j5fe 

(8) ^(WvyD^^y^v^^^^y^^^yn^^^^ h ^ 
v-4 (5H) , 10- * * V -2H-1 ,2,3-hVT V n [4, 5-c] [1] * > VT -if If > * J; 01* 

*UiBtt4£fci:i4 (i) ( 6 ) v*r#t* l fftRo#%tte)S& 
v-4 (5H) , 10- y * * v -2H-1 , 2, 3- b V T Vn [ 4 , 5-c] [l] ^ > y*7 -fcf b? > 

ttt4 ^ (i) (6) v»i**L^i|Btto*a:»©«js 

(1 0) 2-(Wyyn^y*^ / f-^^, > . 2 . ; i f . J ^ D1 ; ;1/) _ 7)8 _, :;;| h 
* v-4 (5H) , 10- v> * V-2H-1, 2, 3- h y T «/n [4, 5-c] [l] ^ > «/7 4? If V £ J: 

tt*©a«E«rtcttAf (i) t> h (6) v>r^iffi 
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(1 1) MttWi^^fj^^^JfyK, N)N _ i ;^ WU7$ j* 
) frb (10) v>-ftL^ 1 iBmo^s 

(1 2) TK^^^fc^^^-^^^n-X^Tt^ti KD^yyDt'Wf 
^^D-^ t ^^ ( 7 ) ^ (10) V»r*L3ft» 1 |B*0«tt 

(13) (l) (6) v»f*i*iBto*ft*t, EX±tt«3*L*£ft:* 
[0 0 14J 

MEIB%»±, m»tl^ (w/v%) ***f* 0 ttAttft^AO*tttt 
[0 0 15] 

14, N-***- 2 -ferny K>«f^3Wj|KMv»fe*L* 0 
[0 0 16] 

[0 0 17] 
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WO«tlfcLm, *ttWlv»4*iH»i43^l00, K*L<1±5 
[0 0 18] 

»* u < * v>, 2 *#tts«^wk^«*±j(i«f3w 1 1 r « *«•*- « £ t * e, , 

~2 0 //g/mLi&<b£v\) 0£L<&v> o 
[0 0 19] 

E^wtttittfo-ioiiBtttwrtn* (cct, 
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^-v: 11/ 



ittWMi^lliaot^n^ ^CfffU^li, 0.05-5% 
[0 0 2 0] 

[0 0 2 1] 

s«^«>ra«-c** 0 jna-r*»jRtt«rnR3t-t**oT»i*v^ 6o*c 

[0 0 2 2] 

*»WO*i!fc»4r* (3 7«C) ■ fcfflWS**:*^ ft^tAcOilh LT 1 4 
-2 0^g/mL^^1~o ^£BJ?O^Mm, D S C *fflv»*3fc#i&ffc*5v>T 

i2o~i8 ot;c5i£H-c«oji£v»5Hfctr-^^u 2 2 0-2 3 ot:o$&h 

4.6, 10.5, 26.0° ^ianfi^jEv^^^^H^roHI^fkr-^^-t-,, i<75di: 
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^ — v 



[0 0 2 3] 

^T, 1) 2) fcfcfc, ft#»A«**tt*««F«E#*. ft**A*J: 
[0 0 2 4] 

^^floJS-ttt««t*ii:tga!ifcu, w»jft*a^i-*in^ y ^rt t 

[0 0 2 5] 

-©^^ww^ngw^ i) ftMAo***tt**i* 

*B«rtfcttALfco ±B1) 2) (jar, **MIII#fcSv>T r-f >9>f 
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Evens******* c t K ± 0 , . ° t 

[0 0 2 6 J 

»«HHfcA***M fctt*K*»**. Mem** c t *«.» ( -, 6Cr(| „ 
A ^^TSt i» ttswtmtit ^^^^^ . i 

[0 0 2 7] 

M;,A - '°***k*» , ma) (x f7 v>iv«, w , 
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[0 0 2 8] 

immm] 

ft*\ *»w©ft^«A fc**ttK^b^*o*ft*©ajjEi, it&WA<D 

ft*4fett#W©tt*tt^^A«r* (3 7t) fc»»**fc^<^fcfrfcA 
<&****1-o flte»A©i« (^g/mL) |±, KIWIl|a«©*ftJciJtt*30^ 

[0 0 2 9] 

^jfeM* «t moMnmsizm^timfrtif (d s o * tr-e-oaiij6*# 

mm : DSC7 (PERKIN ELMERM) 

T*$-*A»|Jt*VfcKfl. ( 3 ~5 mg) *3fc*U Mif#B^T 
50 mL/min) #zS^E 5t:/3\ iBfl^jgigH 75-25013 
[0 0 3 0] 

: RINT2200 (a^««(*)3K) 

: ; CuK« , <gmJE ; 40 kv, mmm ; 20 mA, Jjiftft ; ^77 ^ 

Hry^n*-*, K; 4 ° /min, * >Xf y y ; 0.02° , 

M&M \2e/e, «uv 7f;r , tfcSL*'; * h ; r , 5bt^U y h ; 0.30 
mm, M^^.m ; 2 5 =3-40° 
[0 0 3 1] 

K*«fcffiv*fcH P L C ^S05£^e#HTSBO 3s «9 t?** 0 
EMU 

*&tfcS* : mmtftltmn I 246nm) 

#^A : |*J@4. 6mm, S$25cmO^. T > V*1fffc5/um<?Dafrft:* }> V=7 ?m 
* ? Afflft : 40t:#a<7)-^Sjg 
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mnn : * 9 ; (55 : 45) 

WA : lmL/^ 
Mi 



HPLC#>:/: 600E (B***-*-X) 

MJ->X5- : 717plus (B***-*-X) 
}£ffif? : RF-10AXL (A^ftf^^f) 
&3fctfctii$ifcB: Ex 270nm, Em 466nm 

* 5A: Cosmosil 5C18-AR-II (4. 6X150 mm, ±ijy ^7-7,9) 
if-YiJ^A : Cosmosil 5C18-AR (4.6Xl0mm, ?-#9>f^y^) 
*7ASI: 35t: 

3*B: 10mmol/L y >BfcR*«(pH7.0) : * 9 9 -)\> (4 : 1) 
%fi: 0.8 mL/^ 
&Ai: 20// L 
[0 0 3 2] 

wo 9 9/1 677 ovmMmi o^m<D*mzmcT&t>Kfzmni*L®* 

»iK»i0.8^g/mLT?*o^ 0 

[0 0 3 3] 
JtWJ2 

^l^#e,^ttf^A (0.9g) *DMSO (5.1 mL) 

**,-#fe*tfc#*t«ffUft*»e,* (180 mL) *fc*Tu 

WlMltz 0 ftfefefcttR*** (90 mL) +KHWttMft$*jWJcb*: 0 

2.4/zg/mL) 

[0 0 3 4] 

1 



tt«Wl-C#6itfcMttft*»A (9.0g) fcj:l^?-,Mr*n-* (* h 
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n-XSMl 5, mmt#m, 1.8g) *V*+n,x»***sY (JttTDMSO 
tm-f, 51 mL) + **iltt&*mftT0.5%**-a,±*,ri-xX 

(300 mL) ttcarFu *btitzmmm*wKLi!:. nt>titzim®*wm 

0.5%**->l/**n--x;|c** doo mL) 4>»C««$«WR Lfco #**Lfc»l 
**«5»aWSK*» C-12-3-STM) CTftjlS^ 6.0ge^ 

(** 181.9%, ®mm:i6.8 M g/wL) 

o 

[0 0 3 5] 

immix-nhfLtz^mt^mh ooo mg ) ^^t^^vynew 

f; ^ ;VD ^ (TC-5R, «ttfl£fcSL flTHPMCi»t, 180 mg) *N. 
N-5>*****AT3 K mTDMFt^ 8.6 mL) #f>*L 
fe*«*a#rF0.5%HPMC*«F« (270 mL) *fc«TU ftb*ife*rffi** 

»?>^W»*flFft0.5%HPMC7K»«[ (100 mL) 
«Lt- 0 #^tt^iiTO*«B^K^^^^T^$^ 720 mg^HPM 
C/flS**A#jfc* («:80.2%, #*jR:i5.8^g/«L) *#fc e 

[0 0 3 6] 
H»)J3 

Jt^MlT'#^tL7t^ H B B mb^A (900 mg) & DMF (8. 6 mL) 
»6=h.fc#«*r!Wrr0.5%HPMC**« (270 mL) +K«TU »fe*L 
fe*0*«r»tLfc 0 #fe*tfc#jt»*rW«0.5%HPMC7k»* (270 mL) * 

ic»»*-eiWLfco »^^TOW*«^aaMs^«it:Tie»$^ eoo 

^HPMC/^tA» (HT*:82.9%, »»*:i6.6^g/mL) *»fc 0 
[0 0 3 7] 

14 



*tt«l-C#e*tfc||f*ttft«A (30. Og) SJCHPMC (6 .0g) £D 
MSO (170 mL) »&*fc»tt*^T0.5%HPMC**« (1 

,000 mL) +jcjTFu nbtitzftmmzimLtzo a*tLt:wm*wm>.5% 

HPMC*»* (300 mL) *fc^S**flRLfc 0 ftfetLfcttK**«£X£* 
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20g^HPMC/4b^A*i£% (^-*:81.6%, ^ 
* : 15.8//g/mL) <H#£ 0 

[0 0 3 8] 

5 

l-e#«btL^ H H H mb^A (0.9g) £J:^HPMC (0.18g) £D 
MSO (5.1 mL) »6*L;fc*ifc**#L&#&* (180 mL) 

?i£TU #^7^ffi^£^JftL*:o #^^MTO^7jc (90 mL) ^ffi:^ 
tt**aH*Lfc 0 #fe^fc^»*»^ffiaMSia*»jCT««$^ 0.72g?> 
HPMC/MtA*?tft (« 189.1%, ®mm:i6.2 M g/wL) zntzo 

[0 0 3 9] 
HMM6 

&®MlX~nhtltz®&mt&®A (0.9g) £DMSO (5.1 mL) 

#^tL7tv«*^T0.5%HPMC7fc^ (180 mL) ffCiTU #<b 
ftfc*fffi«*j«Lfco tt&^«K««ffj») a 5%HPMC*flFjft (90 mL) * 

t=»«**«Lfc. »fe^w**a«s^«e^»cr«»$-fr, 0.53 

gMPMC/^AM® (H* I 86.2%, #»ft:i 6 .3^g^L) *#fc 0 
[0 0 4 0] 

HJ&M7 

JfctBEWl-CW^tLfcfefittft^fcA (150 g) SJtfHPMC (30 g) ^DM 
SO (840 mL) #P, *Lfc*fc*--5gfca (60 mL/^) TB* (ft 

#2.5 mm, ^>V^U) rtfcj&iftLfco *E*O5te»*0.5%HPMC*#* 
O-^atas (1,800 mL/^) (l*tf£8 mm, ->'j3'/^«, 30m) l*3K&A 

) ^T«L^o #&*tfc»|Jl»*0.5%HPMC*#«[ (4,000 mL) »f»tc^ft 
S*. 112gOHPMC/ft*«A*tt* (Hri:84.9%, «*ft : 15.7^g/mL 

) zntz 0 

[0 0 4 1] 

!8 
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18/ 



o 



imwix-nhtiKm&mt&mA (200 g ) ^^hpmc (4o g ) £dm 

SO (1,120 mL) #«bfr7^&£-^i (iso mL/^) -cfi* 

(ft«2. 5 mm, *:r>U*«) rtfciS*Lfc 0 1 %HPMC*» 

«©-56«a (1.800 mL/flO (F*J#8 mm, 30m) rtfcfc 

AL* 0 *'>'J a^^EfjfciSr^^aH^lS <3**>«, H-ll 
OS) rtfc#ALT#fffifc*»R (1,500 rpm, 15^) mmE £. 
»rtt:i%HPMC*II (15 L) £#t!!&A?- ft t t K X ■> *WM*Lfc 
# <o iK« *«^£^£*M* « «Ji S 213. 74 g O H P M C /ft 
#A&i» (« 1 83.696, #*JK:i4.9 A ig/«L) *#fc 0 
[0 0 4 2] 

1 ^ttf^ 

100 mgfc**!$fft*** (3 7<C) 500 mL* KUn*., K**ffiv*T200 rpmT 
WSLfco i^C«L^^>77>7^;^- (-9->yP^7XCR13- 

lg, svxtm) izxmmu &fo*oib&®A<Di&mzmmm&fi.u-?h77 

74- (HPLC) KXfr*rtZZ.bKt*)*<DmBL*1!t*>ti 0 
EI 1 fc^-To 

[0 0 4 31 

Ot3£;£$tlft 0 
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[0 0 4 4] 

Wkfrm (DSC) 

[0 0 4 5] 

JfcWllO*Itt^A (EI 3) 4*J:O p Jttt«2©tt4lttft«»A (H4) 
•Afc*v*T«4 2 4 0Wi£fc-o©«Ufctf-,* % *tt«2 ©**ttft^ A 
o «ffl7Tfte,tifc:ftttft (0 2) »*, jy*L«> 12 0-18 OroffiB 

•cfto&v^e-^t, 2 2 o~2 3 ot;o*HT?giv»iwifctr-^t**L«L 

2 5 < C#iS(7)^ii^^ C o^^t )i: ^ i6T|Smt - <5)o £tLfeo ~ t3 ^ ^ m 

^itm^m^-^i^t^mmmt, a^2 ©i»i*ffc#*A#i 

[0 0 4 6] 

7 •?# <b *Lfc#a^ itmm 1 & * to m.m 2 ^amt^Ao^ 

[0 0 4 7] 

2 0) 4.6, 10.5, 26.0° #ifiK«Oj£v»|IHffe-^ ;ndw^->£ 

[0 0 4 8] 

»J4 RiRt£S«tt 
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7 t» h fitz x mmm 1 , 2 «>«» £• 1 %h pmc 
xmrntzmm u 1 ****** * ^ if ^^ftn«^ojm«+ **au«i 

#*H6^t, if«II^p^W Tffii (AUC) tlfcRtiiit 

<ttM> «ft»**e»»RLfcj|li«[ (imL) *^^;>^t*^« 
(4«C, &1600Xg, io^ M) LTjtfiLit**fc 0 at,*.*:** (lOO^L) 

liftg ( (7 -^^^- 4 (5H),10-v>^^v_2H-l,2,3-h>;Tyn[4,5-c][l]^> 
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